Introduction {#section1-2045125320933404}
============

All around the world, use of antidepressants has risen tremendously in recent decades.^[@bibr1-2045125320933404][@bibr2-2045125320933404]--[@bibr3-2045125320933404]^ This rise is not due to more patients using antidepressants, but rather to the same number of patients using antidepressants for longer time periods.^[@bibr2-2045125320933404],[@bibr4-2045125320933404]^ When comparing antidepressant use in previous decades to more recent times, it becomes apparent that the median duration of antidepressant use has increased,^[@bibr3-2045125320933404],[@bibr5-2045125320933404],[@bibr6-2045125320933404]^ and that the proportion of long-term users has risen.^[@bibr2-2045125320933404],[@bibr4-2045125320933404],[@bibr7-2045125320933404]^ For example, in the UK, approximately 90% of prescriptions were for chronic or intermittent use,^[@bibr4-2045125320933404]^ and in the US, two thirds of patients used antidepressants for over 2 years.^[@bibr2-2045125320933404]^

In line with this increase in long-term antidepressant use, policy makers have called for the rational prescribing of medication to improve mental health care.^[@bibr1-2045125320933404]^ Antidepressants, especially selective serotonin reuptake inhibitors, are prescribed predominantly for depressive and anxiety disorders.^[@bibr8-2045125320933404][@bibr9-2045125320933404]--[@bibr10-2045125320933404]^ With these disorders, relapse or recurrence is common,^[@bibr11-2045125320933404],[@bibr12-2045125320933404]^ and optimising long-term treatment to improve long-term prognosis is therefore certainly a rational strategy. However, an accurate and specified definition of the rational use of antidepressants following the initial treatment phase is lacking.

To date, it is unknown which patients have to continue antidepressants and which patients can discontinue.^[@bibr13-2045125320933404],[@bibr14-2045125320933404]^ In the same vein, the optimum duration of antidepressant treatment is unknown.^[@bibr13-2045125320933404],[@bibr15-2045125320933404]^ This is due to randomised discontinuation studies typically having a limited duration of treatment prior to discontinuation. In addition, observational studies with longer treatment durations often include chronic patients and thus might lead to bias favouring continuation treatment.^[@bibr16-2045125320933404]^ Moreover, randomized discontinuation studies discontinue antidepressants within a limited time period. Consequently, discontinuation symptoms may occur more often, which may be difficult to differentiate from relapses.^[@bibr17-2045125320933404]^

Due to this lack of evidence with regard to long-term strategies, guidelines rely on consensus. In general, guidelines recommend long-term use for patients with recurrent depressive episodes.^[@bibr18-2045125320933404]^ However, guidelines for depressive and anxiety disorders vary regarding the recommended durations of treatment, definitions of recurrence, and on whether characteristics such as severity, residual symptoms, comorbidity, age or family history should be viewed as determining factors for long-term treatment.^[@bibr18-2045125320933404],[@bibr19-2045125320933404]^

Given the uncertainties surrounding optimal long-term strategies, it is important to realise that it is unknown to what extent the increased long-term use of antidepressants reflects inadequate *versus* appropriate care.^[@bibr4-2045125320933404],[@bibr20-2045125320933404],[@bibr21-2045125320933404]^ Simply labelling long-term use as inappropriate reflects opinions rather than science and may stigmatise patients who are on long-term medication. Some research findings indeed indicate that long-term use is not simply the result of neglecting patients on long-term antidepressants, but is preserved for those with more severe^[@bibr6-2045125320933404],[@bibr21-2045125320933404],[@bibr22-2045125320933404]^ or more recurrent illnesses.^[@bibr5-2045125320933404],[@bibr21-2045125320933404]^

However, it is assumed that in a proportion of patients, long-term antidepressant use is neither necessary nor wanted. Patients and physicians often encounter barriers to discontinuation.^[@bibr23-2045125320933404]^ Resolving these barriers may help in discontinuing antidepressant use. In this article, we add to existing literature by looking at barriers prior to discontinuation, during discontinuation and following discontinuation from a broad perspective, using both quantitative and qualitative data.

We searched the database PubMed for relevant literature for this narrative review, focusing on qualitative and quantitative studies on long-term use of antidepressants and discontinuation of antidepressants in patients with anxiety or depressive disorders.

We thereby take into account factors related to patients, type of antidepressants, course of anxiety or depressive disorders, physicians, and the health-care system. Subsequently, recommendations to facilitate discontinuation of antidepressants are presented that may be useful in clinical practice.

Barriers prior to discontinuation {#section2-2045125320933404}
=================================

Patients and physicians experience various barriers prior to discontinuation. First, it appears that regular evaluation of long-term antidepressant use is often lacking. In qualitative research, patients reported a lack of monitoring, with their physicians providing repeat prescriptions without a doctor's appointment.^[@bibr24-2045125320933404]^ This view is corroborated by a study using a primary care database. In this study, it appeared that in one fifth of patients who had been using antidepressants for 2 years, antidepressant use had not been reviewed in this period, even though all patients had visited their general practitioners (GPs) during that time.^[@bibr10-2045125320933404]^ In addition, from a general practice study, it appeared that with longer durations of antidepressant use, the number of evaluations decreased.^[@bibr25-2045125320933404],[@bibr26-2045125320933404]^ Qualitative research shows that patients expect their physicians to initiate this evaluation,^[@bibr23-2045125320933404],[@bibr24-2045125320933404],[@bibr27-2045125320933404]^ whereas GPs expect patients to address the subject.^[@bibr8-2045125320933404]^ This difference of opinion about who should initiate an evaluation may hamper regular evaluations. Additionally, interviews with physicians indicate that experiencing insufficient knowledge regarding discontinuation prevented these physicians from addressing discontinuation.^[@bibr28-2045125320933404]^

When patients and their physicians do discuss possible discontinuation, various barriers become apparent. Some patients, and to a lesser extent also physicians, incorrectly assume that anxiety and depression have a biochemical cause and that antidepressants are required to counter a deficiency in serotonin.^[@bibr23-2045125320933404],[@bibr29-2045125320933404]^ Some patients also view these disorders as long-term conditions that, per definition, require long-term treatment.^[@bibr23-2045125320933404]^ GPs may think that discontinuation is not indicated in the case of a major life event.^[@bibr24-2045125320933404]^ A main barrier for both patients and physicians prior to discontinuation is the fear that they may become imbalanced after discontinuing medication, that withdrawal symptoms may occur, or that the disorder may recur.^[@bibr23-2045125320933404],[@bibr27-2045125320933404],[@bibr29-2045125320933404][@bibr30-2045125320933404][@bibr31-2045125320933404]--[@bibr32-2045125320933404]^ Often these fears are driven by previous experiences when attempts to discontinue antidepressants had failed.^[@bibr29-2045125320933404]^ To reduce risks of adverse consequences, physicians and patients may show reluctance in discontinuing.^[@bibr28-2045125320933404]^

Qualitative research further shows that sufficient supportive guidance of discontinuation is an issue of concern for both physicians and patients. Patients fear stopping without such guidance, tend to think that sufficient guidance is unavailable,^[@bibr30-2045125320933404],[@bibr33-2045125320933404]^ and for some, this fear leads to continuing antidepressants.^[@bibr30-2045125320933404]^ Physicians seem to differ in their view regarding whether they are equipped to guide antidepressant discontinuation. Whereas some physicians mention a lack of knowledge, missing policies on the long-term management of antidepressants, and report not having enough time to guide patients with discontinuation, other physicians consider themselves suitably equipped for guidance.^[@bibr24-2045125320933404]^ Where physicians feel comfortable with guiding the discontinuation process, their own patients may not agree.^[@bibr24-2045125320933404]^

Finally, patients' uncertainties about stopping are further fuelled by a lack of continuity in health care and health-care professionals, who sometimes disagree about discontinuing antidepressants.^[@bibr28-2045125320933404],[@bibr30-2045125320933404]^

Barriers during discontinuation {#section3-2045125320933404}
===============================

It appears that the intention or an advice to discontinue antidepressants does not always lead to the discontinuation actually being initiated. In addition, once started, discontinuation does not always succeed. A randomised controlled trial in primary care^[@bibr33-2045125320933404]^ focused on patients who took antidepressants for more than 9 months and who did not have an indication for continuation treatment according to clinical guidelines.^[@bibr34-2045125320933404]^ Patients and their GPs received a recommendation to discontinue antidepressants. It appeared that only half of the patients and GPs agreed to try, while only 6% actually discontinued and did not restart within a year. This proportion did not differ significantly from the proportion of patients with successful discontinuation in the control group who had not received any recommendation to discontinue. A barrier to start and to actually discontinue is also reflected in a randomised controlled trial by Scholten *et al.*^[@bibr35-2045125320933404]^ This included 71 remitted anxiety disorder patients who had decided to discontinue antidepressants. Of these 71 patients, 25% never started discontinuation and 38% started discontinuation but either did not complete the discontinuation process, or increased the dose following a decrease or following total discontinuation.^[@bibr35-2045125320933404]^

In a general practice study, 15,689 patients who were treated long-term with antidepressants were reviewed. This resulted in the policy to stop medication in 7% of the cases, and to reduce the dose in 12.8%. At three-month follow up, however, 24% of those who had stopped their antidepressants had restarted, while 13% of those who tapered down had increased the dose again.^[@bibr9-2045125320933404]^ It is possible that this process of discontinuation is hampered by patients' fear of relapse. Patients may notice that their equilibrium is disturbed by withdrawal symptoms which may be interpreted as relapse or recurrence of the disorder, or by actual relapse or recurrence.

Patients may experience withdrawal symptoms when an antidepressant is being tapered or stopped. As mentioned before, qualitative research showed that a fear of withdrawal symptoms^[@bibr23-2045125320933404],[@bibr27-2045125320933404],[@bibr29-2045125320933404][@bibr30-2045125320933404][@bibr31-2045125320933404]--[@bibr32-2045125320933404]^ may be a barrier to even starting discontinuation of antidepressants. During discontinuation, occurrence of withdrawal symptoms may hamper discontinuation. When withdrawal symptoms are severe or longlasting and require an intervention, reversing the dose reduction will relieve withdrawal symptoms,^[@bibr36-2045125320933404]^ thereby contributing to unwanted long-term use.

Withdrawal symptoms are diverse, varying from mild flu-like symptoms and moderate neuromuscular symptoms (ataxia, tremor and rigidity) to more severe symptoms such as suicidality, confusion and psychosis.^[@bibr37-2045125320933404]^ The prevailing view that withdrawal symptoms start 1--10 days after reducing the dose and usually disappear spontaneously in 2--3 weeks^[@bibr38-2045125320933404]^ has recently been challenged,^[@bibr39-2045125320933404]^ by reporting that the onset of withdrawal symptoms may occur up to 6 weeks after tapering the antidepressants and may not always remit spontaneously in 2--3 weeks.^[@bibr17-2045125320933404]^ In the latter case, the withdrawal symptoms may become chronic and a new syndrome may develop, often referred to as 'persistent post-withdrawal syndrome'.^[@bibr36-2045125320933404]^ Thus, withdrawal symptoms may be severe and may persist for more than 1 year.^[@bibr40-2045125320933404]^ Beforehand, it is unknown which patients will experience withdrawal symptoms, although it is assumed that a higher dose, a higher blood level, a shorter half-life of the antidepressant and more abrupt tapering influence early onset and severity of withdrawal symptoms.^[@bibr40-2045125320933404]^

Quantifying the occurrence of withdrawal symptoms is difficult for various reasons. Despite recent attempts to classify withdrawal symptoms,^[@bibr40-2045125320933404]^ an evidence-based standard definition is lacking, resulting in definitions varying across studies. Consequently, withdrawal instruments that disregard severity report higher occurrence rates; moreover, as withdrawal symptoms are time dependent, the timing of the assessment substantially impacts the occurrence rate. Also, the duration that patients have been on antidepressants might impact discontinuation rates. It is therefore not surprising that there is an ongoing debate on incidence rates and severity of withdrawal symptoms. Discontinuation studies did not systematically examine withdrawal symptoms.^[@bibr15-2045125320933404]^ Based on methodologically diverse studies, the incidence of withdrawal symptoms in antidepressants was estimated to be 55%.^[@bibr17-2045125320933404]^ Another review challenged these data, pointing to the heterogeneity of the studies included, which question the appropriateness of meta-analysing them.^[@bibr41-2045125320933404]^ This latter review reported withdrawal proportions per antidepressant, for example 28.4--32.7% withdrawal symptoms when tapering paroxetine, the antidepressant causing most withdrawal symptoms. These authors also reviewed the proportion of 1.9--12.2% withdrawal rates found during the tapering of placebo pills and subsequently suggested that a 'nocebo' effect must be taken into account when tapering antidepressants.

Withdrawal syndromes may be confused with relapse or recurrence of the index disorder.^[@bibr42-2045125320933404]^ As a result, the relapse or recurrences following discontinuation would have been overestimated, resulting in the estimate of the protective effect of maintenance medication being too optimistic.^[@bibr13-2045125320933404],[@bibr15-2045125320933404],[@bibr43-2045125320933404]^ This phenomenon of misclassifying withdrawal as a relapse or recurrence appeared present in discontinuation studies of antipsychotics and stimulants, but is understudied with regard to discontinuation of antidepressants.^[@bibr44-2045125320933404]^ As a result, the magnitude of misclassification when discontinuing antidepressants needs verification. Whereas the occurrence of early 'relapses' suggests misclassification,^[@bibr45-2045125320933404]^ several randomised antidepressant discontinuation studies conducted sensitivity analyses by considering early relapse or recurrences and relapse or recurrences of short duration, and reported that conclusions remained similar (see, for example, the work by Batelaan *et al.*^[@bibr15-2045125320933404]^).

As the issues described above have substantial implications for patients wishing to discontinue antidepressants, further research should systematically examine occurrence and severity of withdrawal symptoms over time, and should examine how to disentangle withdrawal and relapse or recurrence.

Barriers following discontinuation {#section4-2045125320933404}
==================================

As mentioned above, fear of relapse or recurrence following discontinuation is common in many patients, and also frequently mentioned by their physicians. Recurrence has been examined in multiple studies in patients with a depressive or anxiety disorder who responded to antidepressants. In these studies, remitted patients were randomised to either continuing the antidepressant or switching to a placebo. Recurrence rates between these groups were subsequently compared. Examining recurrence rates in depression, Geddes *et al.*^[@bibr13-2045125320933404]^ meta-analysed 31 studies, including a total of 4410 patients. The recurrence rate was 41% in patients who discontinued antidepressants *versus* 18% in patients who continued. Continuing antidepressants significantly reduced the odds of recurrence by around two thirds. A meta-analysis on anxiety disorders summarising 28 studies with a total of 5233 patients reported highly comparable results.^[@bibr15-2045125320933404]^ Recurrence rates were 36.4% for the discontinuation group *versus* 16.4% for the continuation group. With treatment durations up to 1 year, discontinuation significantly increased the odds of relapse or recurrence, as compared with continuation (odds ratio 3.11). Most patients have a recurrence in the first months after discontinuation.^[@bibr46-2045125320933404]^ Although recurrence rates following discontinuation reflect that relapse or recurrence is substantial and therefore that the fear of relapse is realistic, it should be noted that the majority of patients can discontinue antidepressants without experiencing relapse or recurrence. Whether recurrence rates differ across settings is unknown.

Rather than recurrence percentages on a group level, for individual patients it is crucial to weigh their own risk of relapse or recurrence following discontinuation. Individuals with a higher *a priori* risk for relapse or recurrence (i.e. those with prior episodes or those with residual symptoms) have more to gain from the protective effects of antidepressants than those with a lower *a priori* risk for relapse or recurrence. Predictors of relapse or recurrence specifically related to discontinuation, i.e. separate from the naturalistic course, have received little attention and have not led to individualised recommendations.^[@bibr14-2045125320933404]^

Where a relapse or recurrence occurs following discontinuation of antidepressants, the effectiveness of the antidepressant after reinstating this antidepressant is crucial. However, it appears that in a substantial minority of patients (16.5%), response to the antidepressant is insufficient when reinstated.^[@bibr31-2045125320933404]^ Although it seems rational to weigh this aspect when discussing antidepressant discontinuation, to our knowledge neither patients nor physicians reported this aspect as a barrier to discontinuing treatment, which might be due to the ignorance of both patients and physicians regarding this topic.

Clinical recommendations to overcome barriers ([Table 1](#table1-2045125320933404){ref-type="table"}) {#section5-2045125320933404}
=====================================================================================================

###### 

Clinical implications to overcome barriers to discontinuation of antidepressants.

![](10.1177_2045125320933404-table1)

  ----------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------
  **Starting treatment**\
  (1) Consider psychological treatment first, even in severe patients, using a stepped-care approach\
  (2) Give psycho-education about the working mechanism, side effects, expected recovery process\
  (3) Discuss duration of treatment after remission and probabilities of maintaining remission or relapse after discontinuation

  **Prior to discontinuation**\
  (1) Weigh risks and benefits of discontinuation *versus* continuation\
  (2) Explore fears, expectations and attributions of patients towards antidepressant discontinuation and taper methods\
  (3) Discuss probabilities of maintaining remission or relapse after discontinuation again\
  (4) Provide psycho-education about possibility of withdrawal symptoms when tapering antidepressants\
  (5) Prepare discontinuation carefully:\
  (a) Agreement with patient on timing of follow-up consultations and monitoring of symptoms\
  (b) Determine an individualised dose-reduction programme: consider 'hyperbolic' dose reduction; consider substituting antidepressant with short half-life to one with long half-life; consider CBT or MBCT to facilitate discontinuation or to reduce relapse risks\
  (c) Ascertain that a relapse prevention plan is available

  **During discontinuation**\
  (1) Taper stepwise: agreement with patient on number of steps and time interval between tapering steps\
  (2) Monitor withdrawal symptoms\
  (3) In case of severe withdrawal symptoms: consider reversing the dose reduction and smaller steps in a later attempt

  **Following discontinuation**\
  (1) Monitor relapse in regular consultations\
  (2) Stimulate self-monitoring in patients by using their relapse prevention plan\
  (3) Ascertain that patients have access to rapid and appropriate health care in case of relapse\
  (4) Consider psychological treatment in case of relapse
  ----------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

CBT, cognitive behavioural therapy; MBCT, mindfulness-based cognitive therapy.

Starting treatment {#section6-2045125320933404}
------------------

To prevent unwanted long-term use, caution should be exercised when starting pharmacological treatment. Psychological treatment may be an alternative evidence-based first-line treatment option for both anxiety and depressive disorders.^[@bibr47-2045125320933404]^ Although clinicians may believe that medication is indicated for 'severe' or 'comorbid' patients, the literature suggests that psychotherapy may also be effective in the treatment of more severe patients.^[@bibr48-2045125320933404],[@bibr49-2045125320933404]^ Commencing treatment with psychological interventions, and reserving antidepressants for recurrent or treatment-resistant patients implicates a stepped-care strategy. An 8-month randomised controlled trial in 163 patients with an anxiety or depressive disorder in primary and secondary care^[@bibr50-2045125320933404]^ showed that stepped-care algorithms can be superior to treatment as usual. Moreover, stepped-care algorithms are most likely cost-effective, as was shown in a modelling study examining the cost-effectiveness of stepped-care algorithms for depressive disorders *versus* care as usual.^[@bibr51-2045125320933404]^ Since a significant proportion of antidepressants are prescribed in general practice, continuing education of GPs and their patients in tandem, on the stepped-care approach, is needed.

Even when adhering to a stepped-care guideline, starting antidepressant treatment may be indicated or justified. Regular psycho-education in the first consultation includes information on the working mechanism of antidepressants, side effects, the expected recovery process, the expected treatment duration and the non-addictive nature of antidepressants.^[@bibr31-2045125320933404]^ In addition, timely discussion of the pharmacological treatment following the acute phase also seems appropriate. Based on the review above, attention should be paid to the recommended duration of continuing treatment following remission,^[@bibr29-2045125320933404]^ the relapse rates following discontinuation,^[@bibr13-2045125320933404],[@bibr15-2045125320933404]^ and the possible occurrence of withdrawal symptoms when tapering the medication.^[@bibr33-2045125320933404]^ In addition, regular evaluations are required to monitor patients with long-term antidepressant use.^[@bibr27-2045125320933404]^ Patients and their physicians should agree on who initiates these evaluations.^[@bibr24-2045125320933404]^ The health-care system would benefit enormously from automatic warnings in the prescription system when an evaluation is due.^[@bibr24-2045125320933404]^

Prior to discontinuation {#section7-2045125320933404}
------------------------

Information given in consultations appears to influence the decisions that patients make.^[@bibr31-2045125320933404]^ When considering discontinuation, a thorough discussion between patients and their physicians, weighing probable risks and benefits of discontinuation *versus* continuation, is thus essential.

It appears that patients may have various and multiple fears influencing their willingness to discontinue.^[@bibr23-2045125320933404],[@bibr27-2045125320933404][@bibr28-2045125320933404][@bibr29-2045125320933404][@bibr30-2045125320933404][@bibr31-2045125320933404]--[@bibr32-2045125320933404]^ It is crucial that physicians actively ask whether such fears are present and, when possible, provide information. Patients should be told that although relapse risk is substantial, the majority of patients do not relapse when discontinuing antidepressants. In the same vein, information regarding withdrawal symptoms should be provided. This appears not to be standard procedure. For example, many patients indicate that they have never been informed about the possibility of withdrawal symptoms when lowering the dose.^[@bibr52-2045125320933404]^

Following a decision to discontinue the antidepressant, discontinuation should be prepared carefully.^[@bibr23-2045125320933404],[@bibr33-2045125320933404]^ Because sufficient guidance of the discontinuation process and continuity of care is a concern frequently mentioned by patients, making appointments in advance may be helpful. Moreover, it appears that patients value an individualised dose-reduction programme and relapse prevention plan.^[@bibr23-2045125320933404]^ Therefore, patients should be encouraged to make a relapse prevention plan and discuss this with their physician.

During discontinuation {#section8-2045125320933404}
----------------------

Once the process of tapering has started, the physician should opt for a rational tapering regime to limit the presence and severity of withdrawal symptoms.^[@bibr40-2045125320933404]^ Surprisingly, rational tapering has received little scientific attention as a result of which of the recommendations following below reflect either practice-based advice or novel developments.

Tapering should be done in a stepwise manner, in time intervals of at least 4 weeks (for fluoxetine, 3 months). Where withdrawal symptoms have not disappeared by that time, the interval should be extended. Typically, five or more steps are needed to taper, thus resulting in a lengthy tapering period of multiple months. Antidepressants with a shorter half-life are associated with more severe withdrawal symptoms during dose reductions. Some authors therefore propose substituting such an antidepressant with an equivalent dose of an antidepressant with a long half-life first (such as fluoxetine), and subsequently tapering this antidepressant.^[@bibr40-2045125320933404]^ Some patients may not feel well when stopping the antidepressant altogether. In those cases, reducing the dose to a 'minimal effective dose' may still be worthwhile, for example, to reduce side effects and medication costs.

Currently, tapering is usually conducted using linear dose reductions (for example: 20--15--10--5--0 mg citalopram). However, linear dose reductions do not result in a gradual reduction of the occupancy of the serotonin transporter in the striatum.^[@bibr40-2045125320933404]^ By contrast, using a so-called 'hyperbolic' dose reduction (for example: 20--9.1--5.4--3.4--2.3--1.5--0.8--0.3 mg citalopram) would reduce the serotonin transporter occupancy gradually and is considered to substantially reduce withdrawal symptoms.^[@bibr40-2045125320933404]^ This interesting development in rational tapering increments deserves further investigation.

Where dose reduction induces withdrawal symptoms too severe to tolerate, the dose reduction may be reversed. This usually leads to withdrawal symptoms vanishing quickly. In a later attempt to taper the medication, smaller and slower dose reductions are advised. Another option in the case of severe withdrawal symptoms is to temporarily add clonazepam, gabapentin or lamotrigine.^[@bibr36-2045125320933404]^ Because the benefits of these 'add-ons' have not yet been examined, in our opinion, this strategy should be reserved for third-line patients. Some research suggests that adding cognitive behavioural therapy (CBT) facilitates the discontinuation process. In a case series on panic disorder, in patients who were not in remission, CBT was provided with the aim of facilitating discontinuation. It helped all 18 patients discontinue antidepressants, and even yielded clinical improvement.^[@bibr53-2045125320933404]^ In a qualitative study in depressed patients who had received CBT and antidepressants in the acute phase of the disorder, CBT reduced patients' dependency on antidepressants and thereby fuelled the intention to discontinue in some, and aided reducing or stopping the antidepressant in others.^[@bibr54-2045125320933404]^

Whether psychological interventions, provided during the discontinuation phase, reduce the risk of relapse following discontinuation is inconclusive. To date, only a few attempts have been conducted in guiding discontinuation with psychological interventions like mindfulness-based cognitive therapy (MBCT) and CBT. Promising results were found in a randomised controlled trial in which discontinuation with CBT was compared with discontinuation alone in 40 patients who had recovered from depression.^[@bibr55-2045125320933404],[@bibr56-2045125320933404]^ Recurrence rates were 15% in the discontinuation-with-CBT group *versus* 35% in the discontinuation-alone group after 2 years. Benefits of adding CBT persisted after 6 years, although recurrence was prevalent in both conditions (50% in the discontinuation-with-CBT group *versus* 75% in the discontinuation-alone group). In another study, discontinuation plus MBCT was compared with discontinuation plus clinical management in 56 patients recovered from depression.^[@bibr57-2045125320933404]^ Recurrence was significantly lower in the discontinuation plus MBCT group (38%) *versus* the discontinuation plus clinical management group (60%), but again, substantial in both conditions. However, a randomised controlled trial examining discontinuation in remitted anxiety disorder patients did not find a preventive effect of adding CBT during discontinuation (recurrence was 67% in the CBT group *versus* 65% in the care-as-usual group). Also, in this study, recurrence rates were high.^[@bibr35-2045125320933404]^

Following discontinuation {#section9-2045125320933404}
-------------------------

Once discontinuation is successful, there is risk of relapse or recurrence. Since more than one third of the patients will have a recurrence,^[@bibr13-2045125320933404],[@bibr15-2045125320933404]^ the majority occurring in the first months, monitoring relapse is crucial. The physician who guides discontinuation could either actively monitor the patient through regular consultations or offer the patient easy access to consultation. Like in psycho-education on relapse, emphasising the positive side of monitoring, (e.g. 'to see whether things are still going well') seems important. Self-monitoring by the patients can be done by using a relapse prevention plan in which personal risk factors, early signs of relapse, and interventions in the case of recurrence are noted. Identifying early signs is essential to enable timely interventions. In the case of actual recurrence, patients should have access to rapid and appropriate health care. Depending on the health-care system, practitioner assistants in the GP's practice, GPs or psychiatrists can play an important role in providing the necessary care, keeping in mind psychological treatment as an alternative option to medication.

Conclusion {#section10-2045125320933404}
==========

As follows from the various barriers described in this review, discontinuing antidepressants is not always easy. Due to a paucity of data, treatment guidelines do not provide evidence-based recommendations on discontinuation of antidepressants. As a result, all decisions about discontinuation will be surrounded by uncertainty. It is obvious that clinical practice would benefit considerably from clear guidelines, indicating which patients can safely discontinue, at what moment discontinuation is possible, and how it should be done. In view of the high numbers of patients using antidepressants long-term and the perceived barriers to discontinuation, research addressing discontinuation should be prioritised. Future research should focus on identifying which patients can discontinue and which patients should not, on the best timing of discontinuation, and on how to stop safely. Meanwhile, the weighing of the pros and cons of starting discontinuation must be made in conjunction with the patient in a shared decision-making process. When a decision to discontinue the antidepressant has been taken, psycho-education, careful planning, slow tapering and systematic monitoring of withdrawal symptoms and relapse is advised. It is fundamental to realise that irrespective of the tapering regimen offered, recurrences frequently occur over time, reflecting the chronic nature of depressive and anxiety disorders.
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